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(54)Title: PYRROLIDINE COMPOUNDS AND MEDICINAL UTILIZATION THEREOF 




(57) Abstract 

Pyrrolidine compounds represented by general formula (I), optically active isomers thereof or pharmaceutically acceptable salts of the 
same: wherein each symbol is as defined in the description; and medicinal compositions containing the compounds of general formula (I), 
optically active isomers thereof or pharmaceutically acceptable salts of the same together with pharmaceutically acceptable additives. These 
compounds have an antagonism to serotonin 2 receptor, a platelet aggregation inhibitory effect, a peripheral circulation improving effect and 
a lacrimal secretion promoting effect, which makes them useful as drugs for thromboembolism, dry eye, etc. 
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— *gss: (ii) fl3fl:#«or § /"iioffail^BKfe i i 5 * 
R^^v^Rfisttsrfc-MlW; (12) (Dit&M&nZo 

(12) (Dit&m^ ^<omft&®mL%^&w&&{tm±mi&m^ 

TK^-fb^y^/VT/V^-!?^ (BHj) SriPx^ - 

7 8 t:~f l©li£ST« - jfi!5£ (13) <Dit&m%%Z>o t 

— j^s: (13) of&&*£— *6S: (2) v>i\&m%s -B-i&mnz.&^xM^ti 
s-iKss (14) <Dik&®%nz 0 
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H 

(IS) 



.NH 



H 



(15) 

R-COOH 
(2) 



R* 

R (18) 



{cji Lfc^-&-efeSo s^r— ^ • - * • ^-5 ^ h y — (j. m 

ed. Chem.) flOf, 1 0 1 51 (1 96 7#) Eli^feiCldV^T# 

btbs— «5t (is) ofb^or ^ ;s©«^« i iz&^xm^tzz 

— 05£ (16) <Di\&m t — ( 5 ) <D\\&m%^m£ l li'*5V ^TxE^fc 

5^T?^or/^/Wt:fe^^T^$^5^i:-e-^ (l 7) <Dte&m% 

— (17) (Di\&®b—W&Z (2) <Dtt&®%, ^miK^^X^fc 
(18) <D{k&V0&&Z o 
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r 2 jHnh hooc ' G ^ no) 

(16) ° H 

< 19 > ' (20) 

R-COOH o 



(2) 



* . (21) 



— iss* (i e) <Dit&mb—m& (i o) (Di\&m%, &i&mi k^t^ 

v^TaS7ci~sr t-e— jKs: (20) <oi\&m&nz> 0 

—m&. (20) tDik&mt— «s; (2) <Dik&m*, \zm^xm-<f^ 
£o ft* /^i/mtT ^><Dm^m*m\^xm&z j £z>^ tx«— jg&z (21) 

M16 



r\ n A R ~NH 2 (22) o /-A 



H ? N 

(S) 



H H 

(23) 
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—m.3z (22) (Dfc&m%5afc<Dmn%m.pL^^m: (thf, h/^yft 

if) izMMZ^t, i , i ' -tf/^-^tr;*- 1 h — f * (cdi) % 

— (2 3) (DfcG-M&nZo 
— «K (2 3) <ZMfr£«&«\ -^.(2 2) ©{fr^^fcte— (9) Oft; 

r-\ Ar R 1 -S02CI (24) O x /P Ar 

(9) (25) 

(i) _ fcjsw-cxasso,, R^Mc&T&SYfc^&^j* 

{JlilL^ife-e&So — jBSt (9) <Di\L&mb— 055; (2 4) ©fl^&Sr^SW 
itfT^IS^U^vv^ C&fc;*^:/, lifcxfuy, r-fef 

— 7f7tKo77y (THF), i^^WW^ K (DMF) v ^ 

fcf«tbb^f£S^^^^) *K ffl^f^-bii^V>btL^^ (f 
y =c^/^t * >\ y-?xi fcVi^^WT ^ is ft if). ©#ftT, ?fr^T~»£o 

mm&m l < # o °c~^s.) rtti mt^xh % — j&ss 

(2 5) -(Dtt&W&n&o' 
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O ^ OHC^Ar (26) o . 

H H 



(4) 



(14) 



— jttS (14) ©{k^^T^ftl-iotfe^tS ^ t^tf 5 0 — jft 
i£ (4) <Di\&mk--W&Z (2 6) <7>mi^£, ^<©S§fT£rffi.SFLftV^§j£ 

'^ctns^^A, ZUS-ftl^-^-^^s Tirh=]>y/K fl^7tKP77^ 
(THF), K (DMF) N *fcr»fr'k<&ffiBto«^81E* 

^T~^^>5S^?as (^b<«o°c~^?a) -e, o. i~24^ 
m\&m-?&>% (i4) (Dtt&m&nzyo 

2. R 1 ^ (5) ~ (7)- -e^$tLS*a- 



Y N-H 



^ Ar • ^ ^ O 

® H 



(28) 
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(THF, h/I^i/&<?f) 1, 1' -*^=^^-lH->f5 

^/-/v (CDl) i^*PT~M©lIfiS (0*L< ttot-ii) 

JS§*5riT-M (2 8) <Dik&®&mz> 0 

(2 8) (Dik&mu, -H6&: (9) ©^4&SrW»^^k¥-bjifirffiv^ 
f>ii5^yi/7t- hi: LtjSt^^^ (2 7) <Z><fb£*& KfS 

tST^Wt;^-^ (2) <Dfc&m&teZfrb1r&%/is#^Mit&Voteb* 
% So 3fc^^frtt^^Mtt?fellRf^b-^»* if Srfflv > §ciiaott# 

mmm, mmt mm\. mmt mmmmmftt*) tm&Lxnbti 
zfm, ^/^a^m, ^v*i/^m. mmm, mmm, t&m&l trnmbz^ 
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mtm-a tc^im&zxmmim&m^xm&ft&xto btittmxmm-tz 
y-ty KSis-g"t--5rids-e#5 0 ^©i^iiwt a^^n<, 

a- h^^o— /K ^T^^fciT^StBMfcSL JflHS&k It^iJ, J8*S»J, US 
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5 -HT 2 ^{£^t^ffl^W U lfe^^«WfiJ#ffl^S^^»^^ 

Ol-5Omg/A/0, £?£L<»0. 0 1~2 0mg/A/Bg4^ * 
fcgPlftim^jO. Ol~15Omg/A/0, »f L<!10. l~10 0mg 

(S) — N— ( l -^>i/;i/t°P U v^- 3 -^/P) —\—7?~vy9^?3?v 
^>f- 5 K (H»J 1 3 i^fett) 10. 5g^x^; — i o 0 m 1 1«L, 
1 0%/vi?^-Ki5 g^Px.T^aTft#L-/c 0 K^i-t: K^v^^ItK 
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frtt 1 • 5ml 1 P^PifMf #Lfc 0 RftW^M.^~C^M U -fe 

F^ffl^tl 0%/^i^i,-^£l&5feLf:i o «^^fLT#^tL/--a)4^ 
I PE (-T fcVloi— ^p^T#TmLfc^ H B B ^i)igxL, (S)-N-(t° 

pyi?y-3-^^) -l-7^-7y^^;^>t> K7. 2g^l5„ Bl£ 
1 86~1 8 8 °C 

(S) - 3 3 ft^f;^^ V^^^-^T 5 KfP JJ 0g^2- 
/n^ifMyfy3. 3 g^DMF 6 Om 1 II^HU »!)^7A6. 7 

g^Mteo c-c 3 mmmmmw l ^ e Keiui, mm&umxm^ lt# 

n-^ h^^^^— (dfrU 7 n P^;VA : ^ ^7-/^=4 0 : 1 ffimft&mm U 
(S) — 3 — H 3 ^y^/l^^"^ v^/V/K— /I'T 5 K— 1 — {2-Z7 aL=./V=r.^-;V) 

(S) -3-^3 i^f/^^r^^^^^T 5 K- 1 - (2-7x=/l^xf 
/i^) t°n y 4 . 4 g &7ki$T h y :7/K*-ng^ 10ml U — B#Fb1^ 

fc„ SI^il±^±Lt (S) -3-T^y-l- fc° 
ny^2. 3g<H#3 0 

1 H — NMR (CDC 1 3 ) 6 : 1. 6 2- 1. 7 6 ( 1 H, m), 2. 13- 
2. 84 (10H, m), 3. 4 4-3. 5 3 ( 1 H, m), 7. 12-7. 30 
(5H, m) 

EiMi 3 

(S) - 3-||3 fS^^^v^/W?— Kt°n y 5 . 0g^2- 
(4 — 7xn/l') ni^-/l/p — 9 . 5g^DMFl 

0 0ml \zmm U ^StTJ y^lOgBB^TGO °CT 3 0#PflMJf # Lfc D 
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^/-/v=4o : immft&mmL, (s> -3-13^/^^;^ 

1— (2- (4-7^to7x=;i') n^/i/) tay^8. Ogl: 
(S) -3-^3^^/V^-dr^/^-/l-T^ K- 1 - (2- (4-7/^ 

-^v-^^-Cf^LfCo SIWt'giLt (S) -3-7^-1- (2- (4 

1 H-NMR (CDC1 3 ) 6 : 1. 6 2 - 1. 7 6 ( 1 H, m), 2. 15- 
2. 83 (10H, m), 3. 4 5-3. 5 6 ( 1 H, m), 6. 90-7. 04 
(2H, m), 7. 12-7. 23 ( 2 H, m) 

r ~ y > i . 3 g lti 6 o c cc3 Bir B upiijf t tc d ^^a* 

3 -T— y 7-1 — <^v?/Vt°n y i^v l . 2 g S:x^7-/U2 0 m 1 luf&fft 
U 1 0 %s< v i? V J* - m.m 0 . 5 g %M x.xmU.X*ffiW L fc c Ktf^i- 1 K 7 
1 7}cfa#j0 . 2 4 g ^P^T2^FMH*ijt#L/i 0 SJCS^Sr^ia*-e^*PL, 

y/t = nyi>V0. 67g^t#5 = 
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- h /vol i/^,vfc-y— V l . 2g?r7t h-MJ;^2 0ml l^?U y 

"7-7 J— fdttU ^na^/l-A : "/1^=2 0 : I»ftffi5j-^M^L S 3 — T 

= (2- (4-7;^n7i^) ^^/l^) t°py^yo. 8 3g2r 

1 H — NM R (CDC 1 3 ) 8 : 1. 6 2 - 1. 7 6 ( 1 H, m), 2. 24- 
2. 91 (9H, m), 3. 8 0-4. 0 6 ( 2 H, m), 6. 58 (2H, d , 
J = 6Hz), 6. 70 (1H, t, J = 7Hz), 6. 9 0- 7. 0 4 ( 2 H, 
m), 7. 10 — 7. 22 (4 H, m) 

mm^Rfc^lt, 3-7=1)7-1- ^-^^/I^n^/p) t°ny^>-^#5 0 
EiMj 6 

5 irlWl^^^^-ti:, - (2 -:7^=/i^n^vi/) t°nyv? 

jim^ffiJ 7 

3 -y fflST % J t°n y i?l/k 2 - (4 -^/^n -71^) a_^/p p -h/p 

1- (2- (4 7x=;l/) ^^/P) t°nyi/7^„ 

(R) -N- (i--<y^t°P!J^y-3--{^) - l —Tf-ris? ^t>)\s 
K5 g %m.n&f$.M 1 ^fsltl^^-eSJS^^, (R) -N- (t°n y 

- 1 -T^V^^T^a^^ K3 . 5g^|5 0 B1&18 7 
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(S) -N- (t"n f/V) - 1 -T^V^^^^7/^>1^5 K3. 

9gi2-7n ; txf;^yir>2. 9 g £rDMF {^#p U y ^ i» 

X.T 7 0 °CX 5 MMJt^ Lfc 0 SJ£M-TI£, ^tr«JEE"C©* LX&htl1± 

tzEm**/ V # VAsU ^JxJru-^hFv?^ -f-f+U ? n n tfc/Vix : ^ * / — 

itJ&U (S) -N- (1- (2 - ^^xvl^n^/V) fo -1 
-T?-*rls 9^13 K4. 3 g3r#fc 0 itkl 1 9 ~ 1 2 1 °C 
H»J2 

(s) -N- — <A0 — 1 — TV^r^9 K4 
8g^2- ( 4 — ~7 31 xf /Vp - f;l/xy7;l/*t- f 3 8 g 5: 

MMMi bmm<7)^ki*XRfc£it, (s) -N- (1- (2- U-^/i^n^ 

-/V) m^/p) t°u y S^- 3 — < As) - 1 -T^V^^/l^^-tf-^ K6 5 
g£r#fc 0 St&l 14-ri6t. #^tLfc«igS^6 5 g 3ri»x:^/H£f& 
fl?U 2 0 %m.m-J y^n/y 3 5 g ^P^i, ?£;M|lTtl3 Lfcj&t&S: 

*5tU 5 7. 4g^fc a f felt ?riJ±ii Lti btifcSitS^^ 

^mm^tzL^n^mM^, 10. 9 g ^#fc 0 mt>fritm&\*tbz> 

*Tx^y^4 0 OmL ^Tkl 5 0 OmLO^W^Stt^^fflV^SS 
hhL, (S) -N- (1— (2- (4 — ^7^— /k) xi^/v) t'oy^y- 

3— f/p) -l h*mm&i7kmm5 4 g £#fc 0 

K2 0 1~2 0 4°C. 1 H — NMR (DMSO-d 6 ) 6 : 1. 58-2. 0 
5 (16H, m), 2. 0 5-2. 4 5 (lH, m), 2. 9 0-3. 8 2 (8H, 
m), 4. 2 7-4. 6 0 ( 1 H, m), 7. 10 — 7. 23 (2H, m), 7. 2 
8-7. 40 (2H, m), 7. 71-7. 91 ( 1 H, m), 10. 99-11. 
18 (0. 4H, m), 11. 18 — 11. 41 (0. 6 H, m) . Anal. C 
a led. for C 23 H 31 FN 2 0. HC1. H 2 0:C, 65. 0 0 ;H, 8. 
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0 6 ; N, 6. 59. F o u n d : C, 6 4. 9 5 ; H, 7. 8 7 ; N, 6. 8 
1 . 

(s) -N- y 3 —4 As) - i -t^v^^#a^>i^ Ko. 

3 8g£2— (4-^nP7x-/k) ;I/ P - l.^xy^/l'^t- h 0 . 5 7 

g&mmmi kmm<D4kft-efcjfc£-&, (s) -n- (i - (2- u-^nn^ 

^^/V) ^^/i^) t°n y 3 -^/V) - 1 -TJ?~?><?>#/l'tf3c1}-^ KO. 

1 3 g §r#fc 0 jftj^ 9 4 ~ 9 5 °C 

(s) -N- y v?>— 3 — -f - 1 -t ^Jj/istS^D-* ko. 

38g^2- {A—^- ai.=.;v) =SL^-/Vp — h/vxy^/^t- h 0. 5 

6 g &rH»Jl kmm&^kfc-VfcJfcZlt, (S) -N- (1- (2- (4-^ 
^7x-;U) ^^"/^) t°ti y v?V- 3 - 1 -T^V^^#/V^3r-t)-^ 
KO . 1 1 g £:#fc 0 MM 8 1 ~ 8 3 °C 

Hi 5 

(s) -N- y 3 —> f/u) -l-T^y^y^/^t^ Ko. 
5gir2- (4 - h y ^/i^n^^/i^ni — M xf^p-h^xy^Mt- 

b o . 6 9 g ^mmm 1 £ i^^^-cas pi©i«^iTo 3 

0%i£gfc — fy7°D/V-/^ttllitT (S) — N— (1- (2- (4-f 

U7/i'tD/^7xx^) ^^V^) t°nFi?y-3 — f/v) — 1 -7^vy^ 

y^7/P^>1?- ^ KJfififelS 1/2 TkfP^ 0 . 5 1 g &r#fc 0 Sfe^ 214-215 °C 

(S) — N— — f/U) - 1 ^-T^>^ ^^77^^rf- 5: Kl. 
Ogt2- (4-^7;7xX/V) m^Vlxp — Y /Vzil/ ^/V-fo-f- — h 1 . 2g£r 
T ir h h y /M^fi? U y !7 J*%1NZ-X 7 0 °CT 5 BfPMftff # Ltz 0 
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PE£^;tT#ffflL;fc*Ni&*#U (S)-N-(l-(2-(4 
-V7/7x=;i/) 31^/1^) t°n y i^- 3 — >f ;v) - 1 -T 
3rf- * K 1 . 1 g %ntc 0 MM. 104-105 °C 

(S) — N— (1- (2- (4-V7/7j^) tfay^i^— 3 — 

s^) -l -T?-*r^9^1]>vi£*tir % K£r3 0 %ifiSfe--^^ /W^*<¥U 
5°C-C2 4B#TOm-rSo tfrtfiL*:ii£(!l£:«&U T^^^T-^^y-/I^« 

(S) -N- (1- (2- (4-7v^7 7x^) ai^/W) fayt?^— 3- 

(S) -N- (fc°oy^y-3-^/v) - l — T^-ris 9 1/$> Kir 
2- (4— ^n^e^a^/iO sc^vi'p - h/^^^/^-f— b&MM&\6 tm^ 

<O0kft-eRJfc£^ (S) -N- (1- (2- (4 -T/n^^^/lT) Ji^/lx) fc° 
ny^-3-f;V) - 1 K£#fc 0 
Hj&ffij 9 

(S) — N— (tfP y v 5 ^- 3 --f/V) - 1 -T^V^^^7>/^^>1^^ KO. 
5gi2— (3-7/UtP7x=/l') xf^p- h;i/xy7;;^t-hO. 5 9 
g€r^J£^j6 ^^^{feSJS^-frx (S) -N- (1- (2- (3-^/V^n 
77^^/1^) 3.^/1^) t°n y i?^— 3 — /U) - 1 -T^V>^^77/P/K^ri^-^ K 
0 . 2 2 g £r#7^ 0 jft^C 8 7 ~ 8 9 °C 

MMM l o 

(S) -N- (t°n y 2^- 3 -^As) -l-T^y^yjj/^f^ KO. 
5 gi:2- ( 2 — 77/L-^-n ^7 — A/) if/i/p — h/l^c^jX/l^-^-— ]> o . 5 9 
g 6 (S) -N- (1- (2- 

34 



WO 00/26186 PCT/JP99/06002 



0 . 2 2 g &&1t„ St^ 1 0 6 ~ 1 0 8 °C 

(S) -N- (t°n y v^- 3 ->T /V) - 1 -T^V^^^^/P^>-th^ KO. 
5g^2- (3- hy7/^P^f^7x^;I/) ^^/l^p - h/Urc^^/i/j^^-w- 

ho. 6 9 g SrHJteffil l £|^«<Z>&{*-?SJ&£-12\ #yg£rtT ofc<Dib 3 

0%4figft — fy7n/V-/P«t^LT (S) -N- (1- (2- (3-b 

y 7A'tB^f^7s=^) ^^/^) t°ny^y-3 — f/V) — 1 —T^^ls? 
I'jJflstf-Z-V' 5 Kiftlfeifi 1 7KfP#J 0 . 4 4 g £r#fc 0 ®t£ 1 60 — 163 °C 
HflfcfrJ 1 2 

(S) -N- (t°ny^y-3-^;P) - 1 —T?~*^9S'toAsi£*fyr% KO. 
5g^2- (2- h y T'/^^-n ^ />) x^/Up- f./i/xyT./l/^t- 

h o . 6 9 g &mmm 1 £ iRjeioa^-cEiSs-^ mmcom^m^ff^tc^ib 3 

0%i£^-^ y^n^v— /^^itir LT (s) — N— (l- (2- (2-h 
U7;l/tn^f;i/7x-;i/) ^^/V) t°n y s^v— 3 — >f jV) — 1 —T^^r>^ 
^■ft/V^^- % Vmm^ 1 TkfO^ 0 . 4 4 g £r#fc 0 Rfejft 1 27—128 °C 
gjjfigjl 1 3 

(S) - 3 -T5: 7-1 — <7^t°D y 1 0 g t V !)xf^7 ^24 
m 1 ^DMF 10 0ml \Z.t&fR U TK^TT^b 1 -7^y^y*;^=^l 
2. 4g^Mf; 0 ^S-e— Bfe3f#U ^jK&^^©*Lfctf>^&j£|£Bt«fe3L 

jjtftV-ft^J^Z'ci^r b-y^yj—lZHL, 7 Pn^M : ^ 9 J—fV= 3 0:1 

ilUMIiLfco #<b*Lfcg|jSi;i 1 PE£;to;tTmULfc^§|£:$it&u (s) 

-N- (1 — <y-^t 4 n!J^y-3 — f ;V) - 1 -T?^l/Z^?}flsi$*tyr% 
Kl 4. 8 g £#/i 0 1 3 0 - 1 3 2 °C 

H^ffiJ 1 4 

(s) -N- (t°py^y-3-^;u) -i-7^>^y*;W; Ko. 
3 8 g 3 -^n^e^n tvw<>irV o . 3 7 g %mMM 1 £ I^Of^T'KJS 
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(S) -N- (1- (3-7i^d^) fc°ny^^-3 — f/I^) -1 
-T^y^y*/^>f 5 KO . 1 2 g §r#7c 0 1 1 8 ~ 1 2 0 °C 
1 5 

(S) -N- (t°n y 3 — ^/U) - 1 -T^"V>^ V^77P7p>f-^ KO. 

5gt3- (4-7/WtP7x^) r7°P2 fcVVp - h/l^n^^/U/}^— h 0. 9 

2 g&2mw6 tmmo&ft-cRfcz^ (s) -n- (i- (3- u-^/i^- 

n:7^— /P) t°n y 3 — f/V) - 1 -T^y^ ^#/i^>-^ 

5 KO. 1 5 g £#7c 0 jgfcjft 114~115°C 
^ISW 1 6 

(S) -N- (t°ny^y-3 — i /v) -l-7^vy^y^>f> KO. 
5g^3- (4-^PP7i=;l/) :7°£2 f/l'p - h/^^^/I^/jN^-— h 0. 9 7 

g ^mmme tmm(D^T:^jt^^:, (s) -n- (i - o - u-^nn^ 

0 . 2 6 g £r#fc 0 iSt^ 117 — 119 °c 

(S) -N- (t°n y 3 — Y/l^) - 1 -T^V^^/l^df-?-^ KO. 

38gH -^n^e^^-o-if >- 0 . 3 9 g &mmm l 

-fr, (S) -N- (1- ^=.;V~f^-jV) t°P2 y 3 -^/v) - i — /* 

*V ^ ^^7/^^>-9- U*0. 0 7 3 g £#fc 0 8 2 ~ 8 4 °C 

lifii 8 

(s) -N- (t°py^-3-^^) - i -r^vy^y^^t^; ko. 
5g^r (2, 3-^kKp^yfy-2 — f/i^) ^f^ P - h^xy^/^t- 

o%mm.-- ( y — A'-cmffl&t LT (s) — n— (l- ((2, 3->^t 

Kn^yf>-2 — f/i^) t 0 n y ^V- 3 -4 jV) -l-T^vy^y 

7J/l^>f- ^ K:£Bfetfi 1 /Kfpif^ 0 . 4 5 g £#7c D ife.& 2 4 1 ~ 2 4 3 °C 
IQtSffiJl 9 



36 



WO 00/26186 PCT/JP99/06002 



(S) -N- (fcTn y 3 — f/lO - 1 -T^V>^>-^/p^>f-^ Ki: 

(2, 3-^tKn-{^f>-l-^^) ^f/Pp - 
Mm 6 kffimotkflF-vRj&Zit* (s) -n- (i- ((2, 3-v?t Kn^yf 
^— 1 — i ;v) t 0 nyi?y-3 — - 1 -T ? >Z> /UsF^y- 

H^ffiJ 2 0 

(S) -N- (t°nyv>v-3 — f ;V) - l -T^V^^TJ/W^f-^ Yb 
(1, 2, 3, 4-fh7W Kof7^uy-l-^/P) ^f/Up - h/P^iv 

^/^^•^_ h&mt&me tmm(D0ki*x»&fc£it, (s) -n- d- (a, 2, 

3, 4-fh7^ Knt7^l/y-l-^/P) ^^/U) t°nyi?y-3-^^) 

-i-7^y^y«^f? Ki»!& 5 /4zk?q#3£#/c 0 Mi 40-1 

4 2°C 

(s) — N— (t°P y v^y - 3 —4 As) -l-Ty^l/?>X/]/tf*y-*}?b 
(1, 2, 3, 4-Th7^-f KDt7^yy-2—{^) ^^yVp-h/i^m^ 
h£H2&#!j6 £[^^f^TM;£^ (S) -N- (1- ((1, 2, 
3, 4 --r- h?^4 Knt7^ u^— 2 --f/iT) ^^/v) y 3 

g»y 2 2 

(s) -N- (t°P y 3 - 1 -r^v>^^77/^^>-7-$ Kl . 

Og£2 — T^^V^O. 7 g> ^j;Mi©p - h/i/xy^/^yr? K£ 

£:}S*$LT#k;ftfc^?££r;rf ^7— 7^2 Om 1 {d^fl?U *#T"C>MSfc2fc?* 
T^hy^^O. 6g^Mt. KJ»TiL ^SriSIILTTk^Px., ^nu^ 

?S?r^y t}f;Vjd^J*9 p-v h^77^- tef+Lfco ^ n n zfc/W* : ^ ^ /" — 
= 2 0 : 1 ^ffi^-?r^LT#^iX7cM&^I^^/Kc^?L, 3 0%^y7 
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d/V -^-tS^O^Tfftii LfclS a B 0 ^gK Lt (S) — N— (1- (2, 3 

/vtfir-y- * vmmm. 1/10 7k?q^ o . 5 3 g &#7c 0 278-279 °c 

Hj&ffiJ 2 3 

^7x^SiO. 7 5 (S) -3-757-1- (2 -7^~/^^-/l7) 

t°uyv^O. 6 7g^DMF10ml WU b V ^A<T 5 ^ 1 . 4ml 
£:< biT7k^T"Ci/7/' y . 6 7ml ^D^ifc 0 M^Tf^ 

-A : 7*7— 7^=3 0 : 1 iMltift&Wkffi} LT (S) -N- (l - (2-^^^ 
t°n y 3 -^/^) ^7^^7-12^5 KO. 77g£f#/c 0 ^CO 

Ib^5r7irby3ml !C^L, v-^^O. 1 8 g^7t 3m 1 Cii 
LTAn^, Wt±iLfc^ H B H ^«LTrir h^-Cgfe^L, (S) -N- (1- (2- 
:7^=/i^l^vi7) t°n y 3 — f/v) ^7x^7t^>; K^7»# 

7C 0 gfc/& 1 9 1 ~ 1 9 2°C 

MMM 2 4 

^7i=/PSIit (S) -3-75/-1- (2- (4 -:7AoT n z? ^ =./i>) 
t°n y i^>^Ii«2 3 tl^^^#T'S^$^ (S) - N- (1 - (2 

5 Ki^a. ^ggig 1 / 4 7M»£r#7c 0 St£ 1 5 6 ~ 1 5 8 °C 
mfegil 2 5 

n^^>/Vg£gg£ (S) - 3 — T 5 7-1- (2-7ai = />3i^v) fc° 
a y v^^rlf^m 3 ^|r1«<7)^#-CS^$^ (S) -N- (l - (2-7x^ 
/Ucn^vv) t°n y 3 ->f /V) v^>7 D^Wt^ 5 K£# 7c 0 

HjfcffJ 2 6 

^P^7;l#iO. 45gt (S) -3-757-1- (2- (4-7 
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sv^-u rc^/p) t°n V 0 . 4 2 g £H;!« 23i l^i(7)^i?S 

(S) -N- (1- (2- (4 -7/l^n 7^— /^) ^^/U) t'n y i;y 

- 3 — i ;v) v^is/isT-t? 5K0. 2 2 g §r#fc 0 Sfe^ 1 2 2 ~ 1 2 
4°C 

HlfeM 2 7 

2-i/^n^f^7i=/l^|!|0. 39gi (S) -3-757-1- (2 
-7^/loi^/P) foy^O. 3 g ^H0IJ2 3 tl^f ©^TSJC^^ 

N- ((s) - l- (2-7=c=-;v=iL=3-/v) t°ny^y-3 — f/u) -2—77^ 
^^^-;V7*.=.)VT^$ 5 KO. 13 g£r#fc 0 fij^l 1 7~l l 9°c 
jjfl&jgjj 2 8 

2 n^>^;P7x^^Sti (S) -3-757-1- (2- (4-7 

- ((S) - 1 - (2 - (4-7/^P7x-;V) 3:^/7) t°n y 77- 3 -7/7) 
-2-7^n^7^/l^7^— /TTi?^ 5 KSr#fe D 

HfttEffiJ 2 9 

7/W-77- 9 -#/M?7^£ (S) -3-757-1- (2-7^—/lxai^ 
/u) t°n y ^^mmM2 3 (S) -N- (1- (2- 

37^-/^^/7) t°Dij^y-3-^/V) - 1 -7/Vtl^y- 9 71^^17-5 

iii 3 o 

7/7^77- 9 -7J7^7^£ (S) -3-757-1- (2- (4-7/7^ 

a7^-/^) t°u y i/^%mMM2 3 bmm<D&ft^fcmtsit, (s) - 

N- (1- (2- (4 — 7/l^n 7^— /U) zl^/V) t°ny77-3 — f/T) - 
1 9 -^7/Ix^= 3 r-^5 Kv'a. ^^JS^#/Co (Sfc^l 5 2—1 5 4 °C 

HWJ3 1 

9, 1 0-7't Kn7>h7t7-9-*;^>it (S) -3-757-1 

- (2-7^-/^^/1.) t °a y i/>%mmm2 3 ^^co^tkjs^^ (s) 
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-N- (1- (2-7i-^xf^) t°ny^y-3 — i ?V) -9, 
Knjy h?±>- 9 -#/I^>-7-5 K£#fc 0 
Hl)feff'j3 2 

9, i o -t^t kot> 9 — •ti/viSis&t (s) -3-r^y-i 

- (2- ^^-/u) y i/^%mMM2 3 tmm(D& 

ftTg^J^ (S) -N- (1- (2- (4-7^n7i=:/V) ^^/U) fn 
Uv 5 >-3--f/^) -9, 1 O-v^t Kn/y h7iry-9-*;P^>f^ 

UlEgy 3 

10, 11-yt Kn-^yy' [a, d] o^^v- 5 -^/M?^ 
£ (S) -3-757-1- (2-7x= /Wn^ylO t"n y i/i/&mMM2 3 £ 
^©^H^-CRlSS-fr, (s) -N- (l- (2-7^— /nf/u) fn^^y- 
3— -fAO -10, ll-i?tKo-^y/[a, d] 

HfltSffiJ 3 4 

10, 11-yt Kn-^7/ [a, d] is f n^rfv-l/- 5 -7J/l^V@| 
O. 5 7 g ir (S) -3-757-1- (2- (4-7^to7i=yl/) 
t o Tny-y^0. 4 2 g SrllMil 2 3 t ^^W^T'SI^^*, (S)-N-(l- 
(2- (4-7/>tt3 7i=/>) ^^/^) t°n y 3 -^/V) -10, 11 

— I? t [a, d] n^-^^V- 5 -7J/l^^>-y-5 K£r#fc 0 

fc^B^r^LTTir h 7»L, (S) -N- (l- (2- (4-7;^n7 
m^/V) fn y v?>-- 3 — f />) - 1 0, 11 — S^fc Ko-'^>/ [ a , 
d] ^^n^fy-S-TJ/^^rf 5 K~7a7ttO. 2 4 g ^#fc 0 1 
7 8 ~ 1 7 9 °C 
3 5 

ifsOS [a, d] >^ n^^>-- 5 -^J/^>mt (S) -3-75/- 
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(S) -N- (1- (2-7^-/i^^/^) t°D!J^y-3 — i A<) i^O-y* [a, 
d] v^a-^T^- 5-#Atfi>f-5 K£r#7c 0 
HfttfiffiJ 3 6 

SX>-y* [a, d] v-y n^T^y- 5 -^A^V^ (S) -3-75 7- 

1- (2- (4-7/1^-^7^-/10 ^^/p) t°u y i»&mmM2 3 tmm<7> 

^-eS/^^ (S) -N- (1- (2- (4 -7/Vy>rxi-7^~7V) ol^-jv) t° 

>>-<>y [a, d] y^ p^/r^ - 5 - ^ff ^ K 
£#fc 0 1 27—1 2 8 °C 

HWij3 7 

9 -^-^7 — A#/I^y^ (S) -3-757-1- (2— 7^^/kai^ 
JV) fc'n U ^^»J2 3 ^i©*MJS^^ (S) -N- (1- (2- 
^7;x— /l^n^/lT) t°D U 3 — f/V) - 9 — ^^77 — /V^/I^^rl^ 5 

#77 0 

3 8 

9 -3t1fy7~A#Atf;y@^ (S) -3-757-1- (2- (4-7/V^~ 
ny^/P) ^^/i.) fn y i»-&mmM2 3 £ I^^^R^i^ (S) - 
N- (1- (2- (4-7/Vtn7i^) ^^/V) t°n!Jv>-3 — fA) - 
9 -^77-/1^/1^^1?- 5 K£r#fc 0 
^5tSffij3 9 

9 -^-ir^^-lyy-=- ^^yftt (s) -3-757-1- (2-7^^/P 

^7- a) t°n y i?is%mffi.m 23 1 mmcDgkft-eKfc ( s ) -n- c i - ( 2 

-7^-/^7/W t°n ]J i>'y- 3 — y /p) - 9-7^1^77— A#A#>f- 
5 K&#fc 0 
^IfitEffij 4 0 

9-J-tt-y->7-~/isZr;l-7$^mk (S) -3-757-1- (2- (4-7 
^/v) t c n y ^y^H^ij 2 3 £ l^<£>3M$-T?SJ& (S) 

4 1 
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— N— (1- (2- (4-7^tn7i^) ^^-/v) 

fc*7 (2-t°y^) B1&£ (S) -3-T57-1- (2~73i— /l^^/l/) 
trn y i?>&mi&M2 3 tPI«^f^T?SJE&$^ (S) -N- (1- (2-7^ 
^jV^jV) fo y i7>- 3 — f 7l7) fc*7 ( 2 - fc° U v 5 /^) 77^ 5 R£#7c 0 
H$Iffij4 2 

tr* (2-t°y^) e^Bfeir (s) -3-75/-1- (2- (4-7/i^-n 

7x=/l/) ^/i/) t°n y z?>%mMM2 3 £|Hj^<D^f4TK/£$ii\ (s) — N 

- (1- (2— (4-7/>to7i=/V) ^■'T-A') t°ny^7-3-^/l/) fc"7 

( 2 - tr y smo r i? 9 % K&#fc 0 
gjjM 4 3 

2- ( 2 - 1° y vVt/) 7x=;^t (s) -3-757-1- (2-731- 
/^^) y ^y^»i|2 3 i:lRl«©^"CKUi:$^ (s) -n- (1- 
(2-731—7^^-/1^) \fx2 y 3 —JM -2- ( 2 — tr y 7x- 

2- 7xn;l/^t (S) -3-757-1 - (2- (4- 

(S) — N— (1- (2- (4 — 7/W-n 7 31— /I/) ai^/V) t°n!)>7>-3- 

>r/W -2- (2-t°y^) 7s=m^5K*#fc, 

gjjMj 5 

-77x^7;7^THF(lg)|U 1, 1' ;Hf7- 1 H f 5 

r-s—A'&MX-xmm.-?— mmw L/t 0 aati^ (s) -3 

-757-1- (2-731-7^^-/1-) t°ay-77i h/VxyeP^Ti)Dili 
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^■7^77^t»SU (S) -1, 1 - (1- (2-7 

g^ffil 4 6 

^7x^7^^ (S) - 3 — T ^ 7 — 1 - (2- (4 -T^/K^n T 7 ^— /l/) 

rn^/p) t o n y i?^&mmm4 5 ^#<z>#:#-era;£-^ (s) -i, 

3,-7^—3- (1- (2- (4 — 7x= ^^/^) tfpy^y-i- 

mmM4 7 

^p^dr^7>y^ (s) -3-75/-1- ( 2 - 7^ m~/Uoi^/i7) 
fc°n y v^£rH»j4 5 il^^^-eSJCS^-fr. (S)-l, l-^^n^ 
3- (1- (2-7 zx-^jV^/V) t 0 ny^y-3-^^) ^l^T^^Co 

m&m 4 8 

-^v-^-^vV^T^O. 48gi (S) -3-T^/-l- (2- (4- 

f£$i*\ (S) -1, 1-^^7 0^^/1,-3- (1- (2- (4-77/^a^ 
=c:=./lO fc°n y v 5 ^- 3 — f ^70. 0 6 4 g £#/c 0 9 7 

~ 9 8°C 

lEjjMi 9 

5, 6-v?t Ko-1 lH-^y/ [b, f] Ti?fc°>£ (S) -3-T^ 

7 - 1 - ( 2 - 7 =.;v=c^-/v) t°n y ^> &nmm 4 5 1 mm^^x^i^ § 

it\ 11- (1- (2-7x=^x^) t°oyv?y-3 — #/w^^f/p 
-5, F'n-1 [b, f] Tift°^^#^ 0 

HifcffiJ 5 Q 

5, Q-i?M Kn-l lH-^y/ [b, f] Tift°>i: (S) -3-7^ 
7-1- (2- (4-7/^P7x-/V) t°ny^>^fi^4 5tP 

ti^f^T?®^^, 11- (1- (2- (4-7/PtP7x^) 3i ^-/k) fc° 
n y v^>- 3 — i )V) idJV/^^jV- 5, 6 — i^t Ko-1 1 H-^y/ [b, 
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f] T-fcf t°^£r#fc 0 

mmm 5 1 

1 -T^/7^Vy^yo. 4g^THF10ml(;i|U 1, 1' 

T^zr/p - 1 h--y 5 ^ 0 . 6 g ^m^xm^.x— ham # Lfc 0 

^i±T?^±L, Mi- (S) -3-T^y-l- (2 -^^-/^oi ^/v) t°ny 
v 5 ^ 0 . 5gt h/^> 1 0 m 1 ^O^LT 6 B#^»31^t Lfe D 50»Tf^ S 

&mmvxmbnfzmm^T± h >3 m 1 ^n^u 3 0%^ y^n^v— /^-jfe 

fe^T^OiL^JI^MiU (S) -1- (l-7^yf/v) - 3- (l 

nt'o 2 0 1 ~ 2 0 2 °C 

HMfil 5 2 

(s) - 3-7^7-1- (2- 

^^/y) zn^/p-) wyisis&mmms 1 ^^o^-cs^^^ (s) - 1- 

(1 -T<¥-?l/3-/V) -3- (1- (2- (4 -y/t^p m^/y) t° 

oy^y-3 — f/y) ^7» 0 
^fcffi) 5 3 

U^W^ >v1}U7LX7W§Txmt i -7^Vy^y^;^-/^Jpx.fc 0 S 

^Tf^, Rfomz.mm^^%to^xKfom%i?zmz>v v^mm, 'm^xm 
fu±i&7kxm$L, ^m^^-y^^xm.mLtco -mm^mmx^^i^, mhn 

S^if^vy tJfjv? n-v Y^Tyy^ — l^#L, n-^^^/v-n- (l- (2 
-7^-/^^-/1.) t°pyi;y-3-^/v) — 1 — T^Vy^ ^ K 

HflSfftJ 5 4 

4 4 
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3-T— y/-i- (2- (4-7/vto7i=;v) foy^y^JS 

^/lx-N— (1- (2- (4-7/^n7x^) ^^/l^) fa V 3 ->f 

HjjfcflJ 5 5 

(S) -N-^/^-N- (fa y v^- 3 -4 A) - 1 -T#^ri/$-yl3>\> 

(S) -N-^^/v— N- (1- (2 -7i^/Hf^) t°oy 

- 1 -T^V^^/M^if-* K£r#7i 0 
gjfejgl 5 6 

(S) -N-^^Vl^-N- (fny^y-3-^;V) - 1 — Ty-rl/fl/jJAs 
KO. 5 g t 2 - (4 — •7?V^rX3. /V) xf;l/p — hA^^^Ay^ 

ho. 6 g&mmmi tm&o&Wr-zRj&zits (s)-n-^^^-n-(i 

- (2- (4-7/^tn7i=/V) ai^/l') fny*?y-3 — f/V) - 1 —7# 
-vl/flstMstf**)- =• h*mm. 1 / 2 TkfP^I 0 . 3 g $r#fc 0 2 5 3-2 5 
4°C 

^IftfeffiJ 5 7 

7 — y /U/tf/l^S^r: ls$>/Vi$l/f8tt (s) -3-75/-1- (2-7^— 

^iV) f uyi/^%mffi.M2 3 iri^«cD^-esj^$-*> (S) -N- (1 - (2 

-7s=^/xf;l/) fa y V>— 3 — f/P) - 7 - 7 /UjsJOi^S^h >-7J/l^>-^ 
HifeglJ 5 8 

7 -y ;u^A-r^y^A7ii>mt (s) -3-r^y-i- (2- (4-7 
^tn7i^) ^/v) f a y i?>&mMM2 3 fc^o^-es/S^*, (s) 
-N- (1- (2- (4 -^7/p^-a ^^—/i') m^/p) fa y 3 -A A) 

5 9 
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7 —J >mt (S) -3-T^y-l - (2-7^~;U^3 L 

;V) V i/><%mMM2 3 bmm<D&i*-?Rfc&1t s (S) -N- (1- (2- 

^SfcffiJ 6 0 

7 -/A^V^^/I^V^ (S) -3-7^7-1- (2- (4-!7/M- 

n^^^> oi^/i/) t°a vi?^&mmM2 3 ^mi^^-esj^^-^, (s) - 

N- (1— (2- (4-7/^0 71^) t°ny^y-3 — f/V) - 

7 - J /V^/V-T^H/V^y- ^ K£r#fc 0 
H%#'J6 1 

1 -v-^ n^^rv'/l'— i —*s>7 u^l/? l/JJ/UTF^mk (S) -3-75/- 

i- (2-^^=/^^^) t°cz y i?^&m&M2 3 £|wi*i^^-esj££^ 

(S) — N— (1- (2-7x.=./U3L^SU) t°ny>?^-3 f/V) 

MMM 6 2 

1 — */9 u^3cZ/ji>— l — i/^ n^^^>-^7/ix7^V^ ( Jr (S) — — 
1- (2- (4 -7lV3rxi t°n y i?>&mMm 2 3 £ |W]#CO 

ifWl^^t, (S) — N— (1- (2- (4-7/VtD7x^) ^/I^) fc° 
n y Vl/- 3 — f/P) - 1 - i/? u^^r^/U- l -v^ n^^^/i^def-^ 

^Mffil 6 3 

(R) — N— (t°n y v 5 ^ — 3 —4 ;V) -\-T¥~*l/?^j37Vif^iy% KO. 
3 8g^2-7n^ylrVo. 3 g %mMM 1 £ l^#<^{^T*SJ&£-tir> (R) 
-N- (1- (2—7ol=.;V^3-;V) t°a y 3 —J JV) — 1 -T¥^># 

>$>/V-$*c-y- ^ K 0 . 2 2 g £#7c D 8t£ 1 1 8 ~ 1 2 0 °C 
^fef'J 6 4 

(R) -N- (t°ny^y-3 — f/P) - 1 -T^V^^#/^>-^-$; K<b 

4 6 
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i©^frTSJtS^^ (R) -N- (1- (2- (4-7^tP7i=^)xf;P) 
Hi 6 5 

(S) -N-^/b-N- (t°n y i^v— 3 -^/v) -l-ry-r^y^ 
KO. 5g^2- (3 — ^/I^n^^-zi.) m^/i^p - hs^l/^/Vfc 
-j— hO. 6 g£r^i£0ijl t^^f^-CSJCS^^ (S)-N-^^zv-N-(l 

- (2- (3 -^/P^-n ^7^=/^) ^^/i^) t°piJi/y- 3 — f/v) - l — TV 

^juvifs^ % ^mmm. i / 2 ^n#5 0 . 3 g %n tc a m& 252-25 

3°C 

MMW 6 6 

(S) -N-^^A— N- (t°ny — f/lT) — 1 —T p-vis? I'll As 
#>t5 KO. 5g^2- (2-7^71=^) ^^-/Up— Y/VaL^^/ls-fo 
1— NO. 6 gSrHJSWl tmmco^-C^^^t, (S)-N-p«^/u-N-(l 

- (2- a^/i/) t°n y v>V-3-^T/V) — 1—7? 

>-7J/^>-^ 5 KiftSfcifi 0 . 3 g £#7c 0 ®l£ 2 4 1 ~ 2 4 2 °C 
ggygj 6 7 

±&fb2, 2 — tr^ (4-7/Utn7x-/P) 7"fef;P0. 7 4 g £ (S) -3 
-75/-1- (2- (4 — 7x=A-) t°ny^^o. 4 2g 

2rHite#|5 3 tmm(D$kftT*Rfc£lt, (S)-2, 2 - (4 7* 
— /V) — N — (1- (2- (4-7;l'tn7i-;I') ^^A-) fcfn y v^- 3 - 
j; V ) _ x _ Tir ^ 5 Ko 2 g ^ fca gt^j 12-1 1 4°C 

HW'J 6 8 

(R) -3-^f;l/7?y-l- (2- (4-7^tD7x=/V) 3i^/l7) f 
n!)770. 6 6 g tmtl -7^y^y*^^0. 6 g frMMffl 5 3 £ 
PEStfJ^-eSfSSiir, (R) -N-^^/W-N- (1- (2- (4-7/P^-n^ 
^^/^) ni^/v) y s?^— 3 -^f/i7) - l -7^y^7Mdft^ 

47 
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1/10 zk?P^ O . 2 4 g £r#fcio iSfe^t 264-265 °c 

iii 6 9 

(S) -3-T^y-l- (2- (4-7/Vto7i^) ^^/^) t°n]J^ 
^0. 6 2gSrTHF10mll:|§l!¥U Sfitfl, 1 ' -^/l^-/!^^- 1 
H — f ^ ^/-/VO. 4 9 g ^in^T 1 «1*#Lfc 0 ^Sr«JEE"C@*L, ft 
ilI4-7f hy^n [4. 3. 1.1 (3, 8)] £^#^0. 4 5 g £ h 
^^lOml eflitO. 5B#P^Pi*i51^Lfc 0 S^Sr^ia*"C^4PL, tK 

#W:aa^'>y*^7^^o-7h^77^H:ftLfc 0 ^ n n zjvw* : 
^^-^2 0 : l ittl^^IiLTllbtifcig^ftixf;H:itfL, 3 
0%^ y^a^V-^-^^n^LTtffffiL^^^^LT (S) -N- (l 
- (2- (4-7/^P7i^) ^^vl^) t°n!J^y-3-^/P) - (4-T 

ifhy-^^n [4. 3. 1. 1 (3, 8)] 7Vf*>-4 f/P) ^7/^>-^5; 

K^Bfelfi 1 7kfP#! 0 . 5 3 g Sr#fe 0 mU 110-113 °c/ftM 

^mm 7 o 

(S) -N- (t°ny^y-3--f^) - l -T^'V^y KO. 
74g^r (R) -^fky^^KO. 4g^x^;-/H Oral CttL, 4 

»^^=i : l^tH^mm^xnhtitzmm^mm^MmmL, 30% 

>T y^nyNV-^-^^7JP^Ttfffi Lfcg B B B »LT(S)-N-(l-((R) 
-2-t Kn d r^-2-7i-/Pxf;i/) t°n y >?v— 3 -^/u) - 1 — T^V 

>*is#/U7$3c-y-K h-mmm. 1 imm o . 4 3 g &#fc 0 it& 1 3 9 ~ 1 a 1 °c 
mmm 7 1 

(S) -N- (t°ny^>-3 — < >V) - 1 —Ty-*r>#l/lJA'i£*fy-% KO. 

74 g > (s) -7f uy^^Ko. 4 g &mi&M7 1 tmm&^kftx-Rfcz 

^ (S) -N- (1- ((S) -2-t Kndr^-2-7i-^xf/P) f n y 

48 
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*J^-3 i/V) - 1 -7^V^y ^;#/^>-^5 KJfiMKft 1 / 5 jMfcfc 0 . 4 

0 g ^Hfc„ jSt^L 149 — 1 51 °C 

Hi 7 2 

(S) - 3 -75 7 — 1 - (2- {4—7As3m7 3L=.;V>) ^-^/V) £°n y 
VO. 4 2 g i MJx^/^yo. 2 8ml £^£7^1-^1 Om 1 i^flfU 

^J±-C©*LT#fj*Lfc^?S{n I PESrAP^-CWffiLfc^SragffiiL, (S)- 

N- (1- (2- (4-7/Vt0 7j-^) =^^-fV) fn U 3 — 77 

/w^y— /!✓- 9 -^7/^^>ih 5 K 0 . 3 8 g Sr#fc 0 1 0 7 ~ 1 0 8 °c 

mmm 1 3 

^b2, 2—i? (2-^-^^/V) 7tf/PO. 67gi (S) -3-75/- 
1- (2- (4-7/^r2^3i=/u) oi^/u) t°ny^yo. 4 2 g 5 
3 iP«<©^-eKJS$^ (S)-2, 2-v 5 (2-^^/P) -N- (1 - (2 
- {4—7 JVjrv7 au~;V) m^/p) t"n y v 5 ^- 3 ~4 A/) 7t^5 KO. 2 
g SrWfco lt£ 9 6 ~ 9 8 °C 
Mtfoffl 7 4 

±^b2, 2-f~X (2-7^tP7i^) Tir^/K). 7 4 g £ (S) -3 
-757-1- (2- (4 — TVioa-n ^^/u) ^ny^yo. 4 2g 

3 kmmv)^!*-? (S) -2, 2-t-'X(2-7/^P7j 
— N— (1— (2— (4-7/l'tn7i=/l') t°C2 y i^V— 3 — 

y /!✓) Tir y 5 K 0 . 2 9 g £r#/c 0 jgfej& 1 0 7 ~ 1 0 8 °C 
H$fifffJ 7 5 

ifrffc2, 2 — If* (2-y^/1^7^— /U) Tir^/PO. 74gt (S) -3- 
757-1- (2— (4-7^tn7x-;l/) a^/l") foUi^yo. 4 2g^r 
H«J 53^ l^cD^^S/^ ( S ) - 2 , 2 - If* ( 2 - 7 ^/Is7^~/U) 
-N- (1- (2- (4 — 7A/tP7i-^) a^/I') fc°P!jyy-3 f/P) 
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^ KO. 13 g£r#fc 0 H*,£ 1 0 8-1 1 0°C 
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mmw 7 6 

mtl -T^vy^y^^d'-^i: (s) -3 -T (2- (4- 

(S) -N- (1- (2 - .(4-7^0 7*=^) sc^/V) ^Uv?y-3- 
HMJ7 7 

ifrfbi -7yvy^y^-;vt (S) -3-757-1- (2- (4-7 
Md7i-;v) m^/ix) t°n Viy>^MMM5 3 £ |pl«o^t=-CSJS?$^ (s) 
_ N _ d_ ( 2 - (4-7/Vtn7x=/V) t = ny-^-3 — f/V) 
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-1-7 is 9 l/*A<rfc 1/7 5 K£r#fc 0 
MMM 7 8 

tt-fb2 — trv^o [2. 2. 2] (s) -3-7^y- 

l- (2- (4-7^tn7i^) ^^-/p) t°n y i/i/%mM&\5 3 tmmv) 

^-e^$-fr s (S) -N- (1- (2- (4-7/^n7x=/V) tT 

-2-fc*^n [2. 2. 2] ^ * 5; K£r 

iii 7 9 

mtl-7^f^9n [2. 2. 2] (S) -3 

-757-1- (2- /V) tfn JJ i?l/%MM&i\5 

3 tmm&gzftX'RfcZlt^ (S) -N- (1- (2- (4-7;l/tn7x^) 
oi^/u) - l -Tlf n [2. 2. 2] irWis- 

3 -7J/^>1h 5 K^#fc 0 
IfeSfeffiJ 8 0 

WCl -Tlf tfv^ u [2. 2. 2] ^-^^^-l-^->K-3-^7/^= 
Ask (S) -3-757-1- (2- (4-7^tn7x=/V) m^/U) t°c3 y 
^£|H«J5 3 £P3«<©&#T?£Jfc§i*\ (S) -N- (1- (2- 
^n^rc^/v) m^/v) — fA-) - 1 -Tif n [2. 2. 
2] X-ms-i -ttis K— 3 -jfr/Va^f- 5 K£r#fc 0 
il^fl 8 l 

tftt^D [2. 2. 2] *-9 9l/—l-U*'&~A'k (S) -3-757 
-1- (2- (4-7;^n7x-;^) ^^A) t°n y^y^I^5 3 i^i 
©^^"CSliScS^ (S) -N- (1- (2-.(4-7/Vtn7xx;V) ni^A) 
— {Ad — tfv^n [2. 2. 2] ^ 9 is— 1 — #A/}^^ 5 

mmm g 2 

ifrffcl -Tif fv^n [2. 2. 2] ^^y-4-*;^=;i,t (s) -3 
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-757-1- (2- (4 -y^—fls) ol^/i,) t°u y t?i/%:Mmffi\5 

3^|0^#tg£^t (S) — N— (1- (2- (4 -77/^^:7^/^) 
^9^) t°o!J^>-3-^/P) -l-7f t^n [2. 2. 2] ^7^- 

Jfrfti -Tiftrv^n [2. 2. 2] ^ i —tti/ k— 4 — 

Ask (S) -3-757-1- (2- (4 — ^/l^n^a^/V) m^/V) t"n y 
S^£!!Jfc0!l5 3 £|PI«<Z>&ft:-eKJC£;£i*\ (S) -N- (1- (2- (4-7^ 
sj-n :7^~/i7) 3L^;v) t°ny^y-3--f;u) — 1 —Tif fcT'>^ t» [2. 2. 
2] 3r?9is- l K-4 -tf^Ttf^fiJ-? K^fco 

HJfefftJ 8 4 

3-7lffc*v^n [3. 2. 1] (S) -3-757-1- (2- 

(4 - ^^^y^) m^vio t-a y i/>jtmmms 9 £ i^cd^tk/s 

(S) — N— (1- (2— (4-7/^71=^) ai^/l') t°o y ^7- 
3-^/17) -3-Tift'->^a [3. 2. 1] % is— 3 —%Asj$3?-f- 5 K£ 

HW(I 8 5 

8-7ft"77n [3. 2. 1] ^7^7- i: (S) -3-757-1- (2- 

(S) -N- (1- (2- (4-7/l/tn7a=/l/) 3^/l7) t°n y 
3 — f/U) -8-7iff'->7n [3. 2. 1] t^7-8-*;^>f5 
#7c G 

Sj&igl 8 6 

mtl -7-tf7^V>^>-4-77/^^^7P<t (S) -3-7 57-1- (2 
- (4-7/>to7*=/l') t°n y ^&Hlfe0ij5 3 tm^m^K 

J^^-tir, (S) -N- (1- (2 - (4-7/^n7i^) ^^/^) t°n y ^77 
- l -71f7^V^v-4 -T7/1-^>17 5 K£#fc 0 
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mmm § 7 

mtl -T^Ttf^^Zls- 1 -*r*ti/Y-4-?3A'i£~fl'b (S) -3-T 
^ / - 1 - (2- (4 - 7 » o^/v) t°n y i/>&mMffl 5 3b 

mm<D^kft-VKfc£lt^ (S) -N- (1- (2- ai^- 
jv) t°ny^-3-^^) - 1 -TfT?^ns9TS- 1 

MMM 8 8 

1, 4-v J Tif> V n [4. 3. 1. 1 (3, 8)] (S) - 

3-T 5: 7-1- (2- (4 -yjvirny ;v) ^/v) t°n y 
6 9 ^I^«(Z)^T?K^$^:> (S) -N- (1 - (2- (4 -^/l^tz y 

t°n y 3 — i ;v) - l , 4 - i^Tif h y tz [ 4 . 3 . 1 . 1 

(3, 8)] ->yf*^-4-^;^>f 5 K£r*#/t 0 
H»J 8 9 

1, 4-^Tfh!J v'^o [4. 3. 1. 1 (3, 8)] 
'>Kt (S) — 3— T%S — 1- (2— (4 -^/V^-n^^rz/V) =r.^-;V) fc°t2 
U^^Hfi^6 9 £I^O^f^KJ££^ (S) -N- (1- (2- (4-37 
;v$-X2 -7^~A>) =^^-;V) t°u y v 5 ^- 3 — /U) - 1 , 4 -vTD* b y ^ n 
[4. 3. 1. l (3, 8)] yi/fjj-y— l K-4 KSr 

ggjifeffi) 9 0 

y-i- (2- (4 -^/i/^-n^^-/v) ^^/v) t°n y z/i/%mi&M5 3 ^Ir] 

il<7^#-e,Rj££l^ (S) -N- (1- (2 -. (4 o^/y) 
t°n — f/i^) - 1 -TIP- 5— t^-AsT 3 -XA'tf'Z-'V- 

Hjfe^jj 9 1 

ifrffc 1 -Tf- V- 1 -t^fi/ K— 3 - 
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(S) -3-75/-1- (2- {A—-7;VJrxi-7^~7\<) zl^jv) t°Dy^y 
^^»!J5 3 tm%^m^WJ^^, (S) -N- (1- (2- (4-:7/Wo 
:7^~A0 ol^/i/) t°ny - 1 —TIF- 5 -^^vl^T^i/^ 

1 -^-=¥-> K— 3 -^7/^>-^ ^ K£r#fc 0 
^I^J 9 2 

2-T1fT^V^^^ir (S) -3-T^y-l- (2- 

ai^/^) y it^&mmme 9 <^«cd^{4^RjS£-^ (s) — n— (1 

- (2- (4 — y/t-irn-? ^=-;v) ^-^-/v) t°nyi?y-3-^;p) -2-Tif 

nffiflu 9 3 

1, 4-^TIflfi^n [3. 2. 1] 3r?¥l/b (S) -3-7^7-1- 
(2- (4 - v'/^n :7^^/V) oi^vix) t°n y ^>^r^M6 9 i[s]«(Z)^f^ 
X^Rlt^^, (S) — N— (1- (2- (4-7/^P7i- /U) ^i^/V) t°n y 
-f^) -1, 4-^T-iftrv^n [3. 2. 1] JrW^- 

HJitBff'J 9 4 

1, 4-^7ft^n [3. 2. 1] 1 -^v^Kt (S) -3 

-7^7-1- (2- (4 -zr/VJrn y ^=^;v) ^jv) t° a y ^ > £ ^Jg^iJ 6 
9 £TO<^f4^ra;£-^ (S) -N- (1- (2- (4-^/V^-n^zc^/P) 
^^-/^) t°n y 3 — ^/P) -1, 4-v?T1f tTV^ n [3. 2. 1] ^ 

1 -^^K-4-#/i^>f-5 K£r#fc D 
Hjfeffil 9 5 

i&^4 y -*)}Vifs=-?Vh (S) - 3 -7 5 y- 1 - (2 

- (4-7;PtD7x^) ^/V) t°n y iS><&mmF\5 3 <^ Pti^^TS 

(S) — N— (1- (2- (4 -^/P^T2^^— /V) m^/V) t'n y 

mmm 9 6 
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%Lik4 — ^=f-)V^r% $ y 1 —ir^r-y K — 3 — ft /Vy$=./]/ 1 (S) -3- 

(2- (4-7/^13^^=-^) zn^/p) t°n y v?^^^Jfe^ij5 3 
i[^#(D^#t?KJ^$^ (S) -N- (1- (2- (4-7/^n7i=/V) 

^/i^) t°p!ii/y-3 — f/v) y v>>- 1 -^->K-3- 

Ml 9 7 

^b^rp?^ y v^V- 2 t (S) -3-7^-1- (2- (4- 

(S) -N- (1- (2- (4 ^^/P) t°aye/^-3- 
-T/l^) y v 5 ^-2-7J/^#^r-^5 K5r#fc 0 

H^ff'J 9 8 

M^;*^ y v 5 ^- 1 — K— 2 (S) -3-75/-1 

- (2- (4- ol^/i.) \fu y ^V£H«ij5 3 ^^(7)^ 
#-eSJ££i^ (S) -N- (l- (2- {A-y;v^rxiy^=.;v) ^;v) t°n 
y v^-3 — f/^-dr^ y-^y- i — Jr^i/ K— 2 —^7/1^/^=^1^ 5: K£r?#fc 0 

%feF'J 9 9 

3 -T^/^r^ y iy^t (S) -3-75/-1- (2- (4-7/^n^ 

=c^/u) ai^/u) t°n y ^>SrHJte0ij6 9 £^«<z>&#-eR*s$^ 1- 

^ y i?ls—3 — f/l^) - 3- ((S) -1- (2- (4-7/V^-n^^xi/^) m^- 
IV) t°ny^y- 3--T/V) ?UT£#fc 0 
HjfeffiJ 1QO 

3 -7 5 / y v 5 ^- 1 -^5/ K£ (S)-3-75/-l-(2-(4 

1- (^^^y-l-t^7K-3-^/V) -3 - ((S) -1- (2- (4 
HjfrfeffiJ 10 1 

ifrffcl — T^-^^^^^7V7 ^ =./Vt (S) - 3 -7 57-1- (2-:7m- 
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t°n Vi?^&mMffl5 3 t l^«(7)#:{£TSJS£-^ (S) -N- (1 - 
(2 -7x^x^/1/) fny^?>— 3 — f/V) - 1 — Ttf-^ls? l/7,/]s7j is 

HifeffiJ 10 2 

mkl-T¥'?^?^^;^~/Vt (S) -3-T5/-1- (2-7^-/1^ 

^/v) t°n y i/>-&MMM5 3 ^«<z)^7?KJ££-^ (s) -n- (l - (2 

t°ny^y-3-^^) -1-7^7^77M77 5K 

HffaffiJ 10 3 

*^fb2-t^>^n [2. 2. 2] ^ (S) -3-T5/- 

1- (2-7^-/Lol^/P) t°n y i?^%mmM5 3 £l^«cD^ft7r®££^ 
(S) -N- (1- (2-^^^/l^n^-AO t°n y 3 —4>V) - 2 - \?%s 

[2. 2. 2] ^77/^^5 K£#fc 0 

jglfcffj 10 4 

tfbl-7f tV7n [2. 2. 2] ^ ^ V- 3 -#^3j?=/l^ (S) -3 
-T5/-1- (2-^^^7^^/u) t°n y i?^&mtfoM5 3 
ra&^-fc*:, (s) — n— (l- (2 — 7^-/^^71^) t°p y 3 — - 
1 -Tiffin [2. 2. 2] ^ y- 3 - f * K*#fc 0 

jig 1 0 5 

^fbl -Tif t'V^n [2. 2. 2] ^ ^y- 1 F- 3 

(S) -3-T^y-l- (2-7zn— jV^;V) fp y i^£r||»ij5 3 
tlM^f^-era&^i^ (S) -N- (1- (2-7i^xf^) fnUv?y 
-3— 1^) -l-TlftT^n [2. 2. 2] Hr9 9"y- 1 K-3- 

HftfcffiJ 1 0 6 

iftt'V^o [2. 2. 2] # is— 1 (S) -3-T^y 

- i - t°n y is^^mmms 3 ^^^t^j^-^ 
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(S) — N— (1- (2-^^=./^^/^) t°oy^y-3 (As) —\fi/#xi 

[2. 2. 2] aJ-^r^V- i K$r#fc 0 
10 7 

Ifrfbl -Tlf n [2. 2. 2] &9 p-y—A—fjAstf^frh (s) -3 

-T^y-i- (2-7*=/U3i^) t°n y i?>%mMM5 3 £phii<z>&#-c 

(S) -N- (1- (2-:7a^/l^n^) t°o])i?y-3-^;l/) - 
1 -Tiffin [2. 2. 2] ^*>--4-7J/I^>t-5; R£#fc 0 
Hflfcffil 10 8 

1 -Tif tfv-^ n [2. 2. 2] 1 K~ 4 

^£ (S) -3-7^-1- t°n y i?l/%:mMM5 3 

^P^w^{4 1 "eS/^$^ (S) -N- (1- t°o!)i?y 
-3--T/1/) -l-Tft^n [2. 2. 2] Hr9 9^— 1 — ^-dp->K— 4- 
#/i^>1f^ K£#fc 0 
HffEffiJ 10 9 

3 -Tiffin [3. 2. 1] ^^i: (S) -3-T5/-1- (2- 
7x=^xfA/) fn Vi/l/&mMM6 9 (S) -N- 

(1- (2-7i^xf;l.) fc°p y i^- 3 — f/U) —3— Tif [3. 
2. 1] tf-^*^-3-;fr/i^*1^ K£r#fc Q 
Hafeffil 110 

8 -Tif ci [3. 2. 1] (S) -3-T^y-l- (2- 

■y^-jv^jv) t°n y v?^^HJS^6 9 ^[w)«^»-e^$^ (S) -N- 
(1- (2 - T^^/l^^u) t°n!Jv?y-3 — ( A>) — 8— Tiffi^n [3. 
2. 1] ^*v-8-#^sK3ri^ K£r#fc 0 

gjjMl 1 1 

-TlfT^V^^^-4-^/V^/V^ (S) -3-T^y-l- (2 
-7x=^xf/i/) fc°n y S^£^J£0i|5 3 £|*M3S©&#^^£-^ (S) -N 
- (1- (2-^^— ;V3L=f-/V) fn y 3 — f/l^) -l-7f7^v^ 
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^-4 -#/w^>-y- $ K^lfco 
MMM 112 

mtl -TfT^vy^y- l -t^rv/ K-4 (S) — 3 — T 

$ y - i - (2 - 7x=;vxf^) fn y i/^%mMM 53 t mm(D0kftx*fcjfc 
(s) — n— (i- (2-7x=^xf^) fpyv'y-a-^/v) - i- 

113 

1, 4-v?Tf MJ^P [4. 3. 1. 1 (3, 8)] V>y?#>h (S) — 
3-T^y-l- (2-^xi/l^^-/l/) fc°n y iS>%mmM6 9 <hlB3«(D^# 
T-^^^-yr, (S) -N- (1- (2 -:7^~/Hn^/p) fBUi?y-3 — O^) 
-1, 4-v ? Tif>y->^n [4. 3. 1. 1 (3, 8)] <7^=rtl>- A-3>;V 

HMffil 114 

1, 4-i?T*fhV [4. 3. 1. 1 (3, 8)] ^^TJ^- 1 

*>K£ (S) -3-T5 7-1- (2 -7x=;i/x^) fn y i?>&^J&M 6 
9 tl^ilcD^ft-eSJ^^^ (S) -N- (1- (2-^^xi/l/oi^/^) t 0 nyv? 
V-3— - i, hy^^P [4. 3. 1. 1 (3, 8)] 

#^-1 -;^S/K-4-#/l^>1^ K£r#fc 0 
MH&Ml 1 5 

±&fbi -Tif- 5 -y wy-ry^y- 3 -#/i^xw£ (s) -3-r^ 

/-I - (2-^^^/^xi^/v) t°n y iS>-&mMM5 3 ilWltlcO^TS^^ 
-fr, (S) — N— (1- (2-7^-/^^/^) fay^^-3 — f/i^) -1-T 
if- 5 - ^ ^/UT ^> ^ >- 3 -^7/V^>if5: F3r#7c 0 

iii i i 6 

ttC-ftl -Tlf- 1 K— 3 -%/ViS~;l<h 

(S) -3-T5/-1- (2 --7 ^^jV^rV) t°n y i/^&mifoM 5 3 £ [S] 
HO^f^-eS/S^-ii:, (S) — N— (1- (2 -^^xi/Hn^/i.) t°Bi)i/y-3 
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2 -TifT^V^^^^ (S) -3— T 5:7-1- (2-T7^=/U=^/U) fc° 

n y ^^mrnme 9 >^f<o^Tgj!£;$^ (s) -N- (l- (2-?=c- 

l^jifeM 118 

1, [3. 2. 1] ^^i; (S) -3-T57-1- 

( 2 - 7 * ^/p) t°ay^ hje^j 69i $ i*\ ( s ) 

-N- (l- (2 -!7^— /^ol^vi/) fo!Ji?y-3->fyi/) -l, 

trufv [3. 2. i] t^^y-4-M*t5 Kt#fco 
MMMi l 9 

1, 4-^TIffc'^n [3. 2. 1] 1 -;*-^>K£ (S) -3 

-T 5 J - 1 - ( 2-y z^=^?V^;V) fa y v^i/^^M 6 9 i:|^«<7>^T? 
KJ££ii\ (S) — N— (1- (2— 7x=/Uxf;v) fc°n y — 3 — >f/l0 - 
1, t'^D [3. 2. 1] 

M 12 0 

^ik4—J-^/V$r%? y v 5 ^— 3 — iJA'tf^A'b (S)-3-757-l-(2 
-7 31=^^/1.,) H°uV^^mmM5 3 tPI«<?D^T*SJS*^ (S) -N 
- (1- (2-y =c=-7V^^-/V) t°n y v?i/- 3 —4 fr) - ]} 

HMff'J 1 2 1 

MAS 4 —ff-Aslr*? V — 1 ^ K- 3 -UAstf—jVt (S) -3- 

r^y-i- {2-y ^~?v^;v) t°u y yy^ifi^s 3 tmm^m^K 

(S) -N- (l- (2 --7^=-/^^/u) t = nyyy-3-^;v) -4 
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mmm 1 2 2 

i&^7^ y v^T- 2-;*7 7W1w^ (S) -3-T5/-1- (2-7m = 

jvol^jv) t°a y i»-&mmm5 3 ^ti^^s^^ (s) -n- a - 

(2 -7^=71^ ^Vv) t°D!J^y-3-^;v) 
HJitBffiJ 12 3 

mk*5t7 V l -ttis F- 2-#7V/K=7V£ (S) -3-75 /-l 

- (2-7^=7^^7^) t°a y ^i/&mMM5 3 £ 1^*11 (s) 

-N- (l- (2-7^=7^=^7^) fa y 3 -4^) -^^y^y- 

1 -^^7 K— 2 -#7^^ 5 K^#fc D 
Hjfeff'J 12 4 

3 -r s: y y -77i; (s) -3-r^y-i- (2 -7^=7^=^77) 

77; -3- ((S) -1- (2-7^=7^^71^) y i?7- 3 -7 77) 1)1/7 
HftSffiJ 12 5 

(s) -3-757-1- (2-7 

:x=7P=^7P) t°a y i?>%nMM6 9 tm&<o4kft-x*ELJ&£lt. 1 - 

!j^y-l-t^->K-3 f/V) -3- ((S) -1- (2-7^=7^=^77) 
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±mmmm7 6-12 5^*nbfr5{k^<Dmm&ift&<®my-v&z> 0 



76 




69 



WO 00/26186 



PCT/JP99/06002 




WO 00/26186 



PCT/JP99/06002 




71 



WO 00/26186 PCT/JP99/06002 
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;* * — 3 gpSr J: < mm Lfc<z> % , = — * 2 iFp-eSSi Lfcl^^J £ J: < j$ 

j^J^M 2 

HJ£0»J 2 (Dft&m 1 . 0 m g £ j&ffc^- hy^A9. Omg ^att^TK^T^Jl? 
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^$t-r 5 r i ^ «t 19 i . o m g ^-w&it^j zmtio 

ftv't^I»j;im^fiV>f ty (L e y s e n J . E.) b<D 
Jjlfc t^U^^y — • 77-7^nt/-, |2lt ( 3 0 11 (1 9 8 2)) {ClSp 

3 H-^r^V-fey >&mmk-&ydft&T-C3 7°C, 2 0«y^a^hLfc„ 

£ dc 50 ) &#mtemB£9&mvtz 0 ^tz±mtmm(Dmmx\ mmt-&m 

#jfe/htellll»M^J;I>m/hMmil!^«^— ^ (Born, G. V. R.) 
h(D^m iiy^—r/^ • • 7 ^ iS&u i?— , 11 6 81, 1 7 81 (196 

3)3 ^2PCT^T^«t 9i-fTof- 0 ^ri/o^^^-r^Bf^LfctffettP^&fe^ 
^©SSlftJIRJ: 19 , AiIl:^LTl/l0l©3. 8%^xy^tby^At 
£rfc M>C#>mAn Lfc&lt^-e^ifiL Lfc 0 r (DfkM^k 1 0 0 0 Hlfe/^-c 10^ 

m. m&x^M>bttm\^xntz±M*^fa>bWLM.m. (prp) ^1:300 
omm/ftxi oftmMfoftm \,xmtz±.m^^bm.M (ppp) tui 

M L/^Co PRP^j;i;ppp|ij;5 l+S'Jjt^ ^ 0 jo J; l 0 0 %?H 
LTik/MS<liS^ (%) £r^tfi Lfc c 300^ 10PRP|:3// 1 <7>|£!^t: 
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sstrzniffl&rttitotiLo mkit&m<D 5 0 %wft\%& dc 60 ) &mimmmz 
mi 





mmmi 


H^!j2 




5— HT 2 binding 








I C 50 (nM) 


1 c 50 


(nM) 


mmm2 


0.18 




1. 9 


Sarpogrelate 


2 7 




2 6 0 


Cilostazol 


NT 




13 7 8 



NT ;Not Tested 



-e*S3feU ^ff2#B>T&^3kbfc 0 ^f/^ll 0#£»9 8 Bffflfe^ 1 0 

-bT\ Sr30©= ^TOiifi'jgfiS: 1 5 m/#£ U K)W 3 mMJ^mkf£Z> 
± X\ 5 5 m/ftM^xmm$:±^£l£, yyY ©^fjKKSrjBIS Lf- 0 

-t©fe*Sr* 2 f^-To *^^itfW^e±^m^^i- (n = 8, 
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*2 





^R^Stj'flS (m) 


m^O^m (Am) 


$£-$-8 P H(Am) 


Vehicle 


326. 6±16. 9 


-211. 5±14. 9 


-192. 0±23. 9 


mmm 2 omg/kg) 


329. 0±2Q. 7 


-212. 0±18. 3 


-94. 3 ±36. 1 * 


^M2(l0mg/kg) 


328. 9±25. 0 


-214. 8±22. 5 


-89. 9 ±22. 2 * 


mmm 2 (3o mg /kg) 


318. 0±31. 9 


-210. 4±24. 1 


-88. 6 ±25. 0 * 


Sarpogrelate 

(lOOmg/kg) 

Cilostazol 

(lOOmg/kg) 


325. 7±33. 4 
322. 4±27. 5 


-217. 2±26. 7 
-221.4±24. 6 


-151. 3±35. 4 
-149. 8±22. 7 



* p<0. 05 vs vehicle (Dunnett's method) 



-<t ^/n¥(d£>^-c, ±mmmffi3k\z.£ vmim&fez 2 e. e±i6. 9m 

T^ib 1 1 5 . 1 ± 6 . 1 m{^> U 8 0 IW-CtelHHSi&Sfg «) b*L&^o7c 0 HJfc 
irig/kg, 1 Omg/k g^oi(j^3 Omg/k g, b. i. 

d.) "Ctt, ^rSBtt£if&3k8 HS&ic*3V^Wjft^J|Wn$*^o tM^^ 

filTWi s t a r7«^ ( 6 ~ 8 ^^fllSjfpH^ !> U ^fift (0. 7 
5mg/0. 1 5mL) ^SAL?c 0 y V V 1 f^mWl «t 5 m#3$r&-£ L 
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^(D^^m3^-r 0 ^^ojc«2pj^fii±iiwM^-r (n = i 2) c 



3 









1 0# 




5 &m 


7 Bf£ 


Vehicle 


3. 3±0. 2 


4. 5±0. 2 


5. 0±0. 3 


5. 0±0. 3 


^»j2(10mg/kg) 


1. 8±0. 1 ** 


2. 1±0. 2 ** 


1. 8±0. 3 ** 


1. 9±0. 5 ** 


MMM 2 (30mg/kg) 


1. 8±0. 2 ** 


2. 0±0. 3 ** 


1. 5±0. 4 ** 


1. 2±0. 5 ** 


Cilostazol 

(lOOmg/kg) • 


1. 8±0. 1 ** 


2. 2±0. 2 ** 


1. 8±0. 4 ** 


2. 2±0. 5 ** 



** p<0. 01 vs vehicle (Dunnett's method) 



0 : IES 

i : mmvmm 

2 : SitCOV?ffi 

6 : ¥^*-C6D«5E, ^^^ft:*fc«M 



7 * y V^^;fctgS&JW^fc^/Wc:*5V HiS^J 2 (Dfb^# (lOmg/ 
k g^itF3 Omg/kg) ^U^n^^y*—^ (lOOmg/kg) £y !> 
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j##TW i s t a r 7 y h (6-8 «) (DfiXBfflmz? V V >8t ( 0 . 7 
5mg/0. 1 5mL) SrSALfc. 7 !> y ^KffiA 1 0 ^ i tl ^lrJS!4 Lfc„ 

mmt i 0 2 hit, 70 mm □ s^- Lfc D * fc_hj& t pi#<o#«i-c % ^M-a^ 

^<^m$:*4td^1- 0 **5, S*©tete¥^±«RJPK3g«rij*-t- (n=l l)„ 
*4 







1 0f£ 


301 


5 0f£ 


7 0fl 


Vehicle 


2. 1 ±0. 2 


3. 0±0. 3 


3. 4±0. 4 


3. 6±0. 5 


^5fe^ij2(l0mg/kg) 


2. 0±0. 0 


2.2 + 0. 1 


2.2±0. 4 


2. 2±0. 4 


H»j2(30mg/kg) 


1. 8±0. 1 


1. 7±0. 2 ** 


1. 3±0. 3 ** 


0. 9±0. 5 ** 


Sarpogrelate 


1. 9±0. 2 


2. 3±0. 3 


2. 1±0. 5 


2. 4±0. 6 


(lOOmg/kg) 










Cilostazol 


1. 6±0. 2 


1. 5 ± 0. 3 ** 


1. 4±0. 4 ** 


1. 3±0. 4 ** 


(lOOmg/kg) 











** p<0. 01 vs vehicle (Dunnett's method) 



0 : 

1 : U8t(D&m 
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5 : m<D^9rizX*(DM^ 74k~£fMWM 

L/ci§£\ »j2«fe (30mg/kg) ^J^v-P^y^/P (10 0 
mg/kg) tt*iilil^tSi:iiLfc„ 

1 %^i^7k^r 3 Mf^?^ Lfc SHRSP (Spontaneously hy 
pertensive rat stroke prone) fch^ M^PTXsSn. 
ifc&WJ&.LX^ R e i d bCON uclepore membrane filt 
erm^^V, 0. 5mL©MW7^/^~ (Hg5/im, Nuclepor 
e) ^riiil-TSBtP^SlJ^U iiWifiL^II (mL/mi n) ^Itt|Lfc 0 £ 

5 fc^rfo &jb\ *^^itf*¥^it±^^^^-r (n = 6) 0 



80 



WO 00/26186 



PCT/JP99/06002 



5 



1 Lj n -Wj 


5!5JlIL^jffii(g^|R (mL/min) 


Vehicle 


0. 79 ±0. 08 


2 (lOmg/kg) 


1.05±0. 13 


2 (30mg/kg) 


1. 47±0. 19 ** 


Sarpogrelate (lOOmg/kg) 


1. 01±0. 10 


Wistar rat (Vehicle) 


1. 28±0. 09 * 



* p<0. 05 , ** p<0. 01 vs vehicle (Dunnett's method) 



SHRSPm^, mmM2CDik&yo (lOmg/kgUJ;i;3 0mg/k 
g ) coiiil^lfiL^W^{i^t: ^ ;vffi(D 13 3 18 6 %-e&> 19 „ H 

»J 2 Ofb^i© 3 0 m g / k g t^-t J; "9 tf (liiJD Lfc„ — t/^^l/ 
7— h (lOOmg/kg) S-^f-J: tJiiia^jfiLJE^GW^t^^Ol 2 8% 

Lfc 0 Wi3£&^lB#TO^ iST-CAD P»lfil/J^iit (2 0 0/zM) 
Sr^cJB»mRF*g IdlSf^ U (lmL/kg), £«fi©^lb£$iJ^L7c 0 £fc_L5££ 

^(D^m^m6iz.7jk-r 0 ^^»:i¥tM±fIW^^ (n = 6) 0 
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6 



-f;tT ll.Z„. ■rt.'t/- 






^ (%) 












Vehicle 


-62. 2 ±2.0 




-70. 9 1 


t2. 0 


H»j2(l0mg/kg) 


-10. 1±1.4 


** 


-11. 8d 


= 1.2 ** 


Cilostazol (lOOmg/kg) 


-27. 0±5. 0 


** 


-63. 3d 


r2. 4 * 



* p<0. 05 , ** p<0. 01 vs vehicle (Dunnett's method) 



fc<Dskffi.&&m'J>Lti 0 "$m$Al<D\\L-&m (lOmg/kg) ©HPS^HAD 
^Tv-t^^y*—^ (lOOmg/kg) \z <£ 3lfcffift«^<©WfWttfc>Ta»*T? 

W i starry hcD^JUlbJ^Jci^T"— r^*fIU, WI^^T^ftik 
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it 7 



"\HJ^ ixfjn Jr'c 


BSL)±- 


(,mmHg; 




[ (.beats/min) 












Vehicle 


120. 0±1. 8 


0. 5±0. 6 


367. 3 ±14. 2 


14. 5±7. 8 


H»!|2(30mg/kg) 


120. 8±2. 2 


0. 0±1. 5 


361. 5±7. 2 


-1. 3±4. 7 


^B#|2(100mg/kg) 


119. 5±4. 7 


-2. 8±0. 8 


364. 8 ±19. 7 


-4. 5±5. 2 


Cilostazol 

(lOOmg/kg) 


118. 5±2. 3 


1. 3±1. 3 


368. 0±8. 2 


43. 8 ±6. 7* 



** p<0. 0 5 vs vehicle (Dunnett's method) 



mmm 2 <D\t^m (30m g /k g & £u ioom g /k g ) 

m£\Z.%m*:&&UZtj:t)^ tz.fr ^ i/xi^#^—/V (3 00m g /kg) 
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9, ^©rtt(iffllffi»(^T^^^5t©-efc5o 



84 



WO 00/26186 



PCT/JP99/06002 



1. (I) 




R 1 ^ Tffiit (l), (2), (3), (4), (5), (6), (7) 43«krje (8) 
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r 5 , r\ r 7 n R 8 nm—^f'nm^x7km^tcnr7^/^7jk-r 0 &t c n 



86 



WO 00/26186 PCT/JP99/06002 



Y^^#ffiu*v^r^|cJ:?)SltAia^B^^l^irLT#^ELTv^5*^ img£\ & 

aJflg^fN fifcJtJgl-? 1 , SO, S0 2> CH 2 , CH 2 CH 2 tfdiCH=CHW 0 
p, q, r, s N t N uJSpJ— ^fcfi^&oT 1 t> L< «2C0S^:?r^-r o 
u' 0 ~ 2 ©SfcSr^-r o 

r\ s' f±IW|— *fcliI/iotO~30i|^to 
v N W> x tt^-^fcttM^oT 1 ~ 3 ©St^t„ 

xtec = o, C=S, NH-C-O, SOSfcttSO 2 ^f 0 
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f'fcU X^NH-C = 0, SOtfciiS0 2 ^tS^ R 2 ^tK*, TA'^f 

(iixs^^K £ i -o(Dm^-^A,r^Tn^m^-r 0 ( 5 > 

?r^i- 0 R 1 ^ (5) £^-M§-£\ DttfilI«rfLr't)j:v^*jR2-8fi 
0 Silo 

2. (I) m^R'M (1), (3), (6), (7) 

3. — m& (I) m^X^C = 0, NH-C = 0, SO*fcteS0 2 -Cfc 

5f&jfcJS l fai6<7)t 0 n y •e^afc^Stt^fe^tLboEHIi^ 

4. (I) KfcM^TR 1 ^ (1) «ttj*U 

X(ic = o^L, 
R 2 fek»£^U 
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R\ R 4 «[W1— SfcttS&oTTR^ T/^/^tmR 3 a 4 rtl^ot 
p, q N s N t s util^rT^L^ 

5. (S) -N- (1- {1--7*.—JV3l^-7V) t°D y -1 

(s) -N- (l- (2- (4-7^ta7i^) m^/u) t°ny^y-3- 

(S) -N- (1- (2- (3-Z7/l-$-u7^=./U) t°nUi;y-3- 

(S) -N— (1- (2- (2-7/Vtn7i^) ^^/V) t°n!Ji;y-3- 
4 /is) - 1 —T?'*?l/9ls1iAstf3?y'% h\ 
(S) -N- (1- (3-7ir:/l'7 0 PfA') t°n U ^y- 3 - ^/P) - 1 -T 

(S) -N- (1- (3- (4-7^tn7i=/l') 7°n tVl^) t°n !J ^y- 3 
— (VP) - 1 -T^Vi/^^/wK^I^ P\ 
(S) -N- (l- (2 -7x- ;vx^;v) £°n y i^y- 3 — >f ;V) 

(S) -N- (1- (2- (4 - -7^=.)V) t°Dij^7-3- 

(S) -N- (1- (2- (4-7^tn7x^) ^^AO t°nyi/^-3- 
^A) -10, n-^tKn-^y/ [a, d] */9x*'<7 s rl/—s-fins 
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(S) -1, 1 -v^^P-^drv'/V- 3 - (1- (2- (4-7;l'tn7i=A') 

N-^^/I^-N- (1- (2- (4 —7/1^0 37 t°D JJ 

(S) -N- (1- (2- (4-7;^n7i^) ai^/v) t°n!J^y-3- 
^/V) - (4-Tf* h y V^n [4. 3. 1. 1 (3, 8)] 7^f*y-4-^{ 

8 . If^JS l fa«t© t°n y ©)tfW* fc»»;h, S> <£>E!S± 

9 . it^js i ia«<z> t°n y vi/\\&m, ^(o^m^PfktM^f^h^mM-h 
i o . it*!! i iB^t-P y i^wba-*. ^o^^tt^^^tt-tn&oEKi 
i i . ff^JS i ffi«(7)t°n y i/^ik-erM, ^©^Wtfcf«tib©gl 
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